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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claim 6 is rejected under 35 U.S.C. 102(b) as being anticipated by Spiteller et al. 
(Journal of the American Chemical Society (2003), 125(47), 14236-14237). The claim 
reads on compound 8 in Scheme 1 (second row) in page 14237. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 2, 7 and 8 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Takeda Chemical Industries, Ltd., Japan (JP 58167592). The reference teaches a generic 
group of maytaninoid derivatives which embraces applicants' claimed compounds (See 
pages 1-2, compounds of formula I wherein R is CI -4 alkyl). The claims differ from the 
reference by reciting specific species and a more limited genus than the reference. 
However, it would have been obvious to one having ordinary skill in the art at the time of 
the invention to select any of the species of the genus taught by the reference, including 
those instantly claimed, because the skilled chemist would have the reasonable 
expectation that any of the species of the genus would have similar properties and, thus. 
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the same use as taught for the genus as a whole. One of ordinary skill in the art would 
have been motivated to select the claimed compounds from the genus in the reference 
since such compounds would have been suggested by the reference as a whole. It has 
been held that a prior art disclosed genus of useful compounds is sufficient to render 
prima facie obvious a species falling within a genus. In re Susi, 440 F.2d 442, 169 USPQ 
423, 425 (CCPA 1971), followed by the Federal Circuit in Merck & Co. v. Biocraft 
Laboratories, 847 F.2d 804, 10 USPQ 2d 1843, 1846 (Fed. Cir. 1989). 

Alternatively, the instant compound differs by requiring an isopropyl group over 
the ethyl or isobutyl groups of the prior art compounds depicted below. 

RN 89153-72-0 CAPLUS 

CN Maytansine, 2 ' -de (acetylmethylamino) -20-demethoxy-17, 20-dihydro- 
17,20-dioxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 89153-73-1 CAPLUS 

CN Maytansine, 3-0-de [2- (acetylmethylamino) -1-oxopropyl] -20- 

demethoxy-17 , 20-dihydro-3-O- (3-methyl-l-oxobutyl) -17, 20-dioxo- 
(CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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Compounds that differ only by the presence of an extra methyl group are 
homologues. Homologues are of such close structural similarity that the disclosure of a 
compound renders prima facie obvious its homologue. The homologue is expected to be 
prepareable by the same method and to have the same properties. This expectation is then 
deemed the motivation for preparing homologues. Homologues are obvious even in the 
absence of a specific teaching to methylate, In re Wood 199 USPQ 137; In re Hoke 195 
USPQ 148; In re Lohr 137 USPQ 548; In re Magerlein 202 USPQ 473; In re Wiechert 
152 USPQ 249; Ex parte Henkel 130 USPQ 474; In re Fauque 121 USPQ 425; In re 
Druey 138 USPQ 39. In all of these cases, the close structural similarity of two 
compounds differing by only one (or two) methyl groups sufficed; no specific teaching to 
methylate was present or required. None of these cases has been overruled and indeed the 
examiner is unaware of any post Lohr case in which motivation is required to put a 
methyl group on an old compound. 



Claim 7 is rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the enablement requirement. The claim contains subject matter which was not described 



Claim Rejections - 35 USC § 112 
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in the specification in such a way as to enable one skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and/or use the invention. 

In evaluating the enablement question, several factors are to be considered. Note 
In re Wands, 8 USPQ2d 1400 and Ex parte Forman, 230 USPQ 546. The factors 
include: 1) The nature of the invention, 2) the state of the prior art, 3) the predictability or 
lack thereof in the art, 4) the amount of direction or guidance present, 5) the presence or 
absence of working examples, 6) the breadth of the claims, and 7) the quantity of 
experimentation needed. 

1) The nature of the invention: A method for treating a cell proliferative diseases or 
condition comprising administering a compound. 

2) The state of the prior art: There are no known compounds of similar structure, which 
have been demonstrated to treat any and all types of cell proliferative diseases or 
conditions. No compound has ever been found that can treat cancers generally even 
though massive efforts have been directed towards this end. Since this assertion is 
contrary to what is known in oncology, proof must be provided that this revolutionary 
assertion has merits. Nearly all anticancer drugs are effective against only a limited group 
of related cancers. Therefore, a compound effective against cancer generally would be a 
revolutionary exception. Applicant is asserting that he succeeded where others have 
failed. Where extensive efforts have all failed, it is reasonable for the Patent and 
Trademark Office to require proof that the claimed invention actually works for this 
specific utility. It is well established that a utility rejection is proper when scope of 
enablement is not reasonably correlated to the scope of the claims. (In re Vaeck 20 
USPQ2d 1439, 1444, In re Ferens 163 USPQ 609). 
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In re Buting 163 USPQ 689 establishes that even clinical tests showing that a 
compound found to be useful in the treatment of two types of cancers was not sufficient 
for a much broader range. 

3) The predictability or lack thereof in the art: Applicants have not provided any 
competent evidence or disclosed tests that are highly predictive for the pharmaceutical 
use of the instant compounds. Pharmacological activity in general is a very unpredictable 
area. Note that in cases involving physiological activity such as the instant case, "the 
scope of enablement obviously varies inversely with the degree of unpredictability of the 
factors involved". See In re Fisher, All F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). 

4) The amount of direction or guidance present and 5) the presence or absence of 
working examples: There are no doses present to direct one to treat a potential host fi-om 
the disorders embraced by the instant claims. 

6) The breadth of the claims: The instant claims embrace the treatment of all cell 
proliferative diseases or conditions. 

7) The quantity of experimentation needed would be an undue burden to one skilled in 
the pharmaceutical arts since there is inadequate guidance given to the skilled artisan, 
regarding the pharmaceutical use, for the reasons stated above. 

Thus, factors such as "sufficient working examples", "the level of skill in the art" 
and "predictability", etc. have been demonstrated to be sufficiently lacking in the use of 
the invention. In view of the breadth of the claim, the chemical nature of the invention, 
the unpredictability of the pharmaceutical arts and the lack of working examples 
regarding the activity of the claimed compounds, one having ordinary skill in the art 
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would have to undergo an undue amount of experimentation to use the invention 
commensurate in scope with the claims. 

Claim 8 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. The claim lacks the intended host to whom the compound is 
administered to. 

Claims 1 and 3-5 are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Bruck Kifle whose telephone number is 571-272-0668. 
The examiner can normally be reached on Mondays-Fridays from 8:30 AM -6:00 PM. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, James O. Wilson can be reached on 571-272-0661. The fax phone number 
for the organization where this apphcation or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Bruck Kifle/ 
Primary Examiner 
Art Unit 1624 

December 16, 2009 
BK 



